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What is Lenacapavir for PrEP?

Lenacapavir belongs to a class of ARVs called capsid inhibitors that
reduce the ability of HIV to multiply by damaging the protein shell of the
HIV cell during the viral life cycle. It is systemic and is absorbed
throughout the body.

Lenacapavir has been shown in clinical trials to be highly effective in
preventing HIV acquisition.

Lenacapavir, if administered every six months, reduces the risk of HIV
acquisition by at least 96%..
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How does lenacapavir work?

Lenacapavir is a first-in-class capsid inhibitor with a novel mechanism of action,
targeting HIV-1 at multiple stages of its life cycle.
It interferes with three essential steps of HIV replication, namely:
o Nuclear Transport: It disrupts the transport of the viral capsid into the host
cell nucleus, preventing the integration of viral DNA into the host genome.
o Virus Assembly and Release: Lenacapavir affects the assembly and
release of new viral particles from infected cells, hindering the production of
new virions.
o Capsid Core Formation: Lenacapavir interferes with the formation of the
capsid core, leading to malformed capsids, which are crucial for protecting
the viral RNA and enzymes necessary for replication.




How does lenacapavir work?

LENACAPAVIR TARGETS M

directly studied, itis likely the inhibition of early replication after HIV-1 exposure.
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Lenacapavir for PrEP dosing schedule

p
Dosing schedule for lenacapavir initiation and continuation in adults and
adolescents weighing 2 35 kg

927 mg by subcutaneous injection
w 2 %15 mL injecHons} + 600 mg orally (2 x 300 mg tablets)
m—) 600 mg orally (2 x 300 mg tablets)

[Dosage of lenacapavir: continuation j

Every 6-months o 3 927 mg by subcutaneous injection
(26 weeks) +/-2 weeks (2 x 1.5 mL injections)




Initiating Lenacapavir for PrEP

Observe client Provide dates for 4 week
taking two oral and 26 week follow-up
tablets appointments

JF E R N T 4 Weeks (1 month) *" 26 weeks (6 months) ke Every 26 weeks -
after initiation after initiation then (6 months)
QFO| low-up J

Assess for side effects Follow-up injections Follow-up injections

Counsel about " Administer
lenacapavir use injections

and perform HTS
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At every visit:

« HIV test 24-28 weeks: Continue
- Promote condom use ) . with next injections.
. Assess for side effects Check time since last
. : 2 injection
STl and contraceptive services J More tinn 28 weala:

+ Pregnancy screening
- Behavioural counselling
- Appointment reminder

Restart initiation process.
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HIV prevention gap remains wide — especially
among women and adolescents.

Oral PrEP works but is hard to sustain — new
options are needed.

Lenacapavir is highly effective — zero infections in
PURPQOSE 1, only two in PURPOSE 2.

Safe and well tolerated — AEs mostly mild, ISRs
manageable, strong safety in pregnancy and
lactation.

Twice-yearly dosing is transformative — simple,
discreet, and empowering.

Evidence already shaping guidelines — FDA-
approved, WHO-recommended, and poised for
global rollout.

XXX INTERNATIONAL WORKSHOP ON HIYV DRUG RESISTANCE AND TREATMENT STRATEGIES
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Conclusions

= PURPOSE 1 sets a new paradigm for ethical and inclusive trial design to accelerate data
availability to support new PrEP options for pregnant and lactating people

= Twice-yearly LEN was efficacious, safe, and well tolerated in pregnant and lactating people
* No dose adjustment is required in pregnancy or post-partum

= 95% of eligible participants chose to continue or initiate LEN in the open-label extension, including
participants who became pregnant during the RBP

= LEN for PrEP use in pregnancy supported in the US FDA label' and 2025 WHO Guidelines?

Proactive inclusion of pregnant and lactating women in PURPOSE 1 supports

early adoption of LEN for PrEP in pregnant and lactating people
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